United States Patent [
Guay et al.

AV 0T 0 O O O
US005604260A

5,604,260
Feb. 18, 1997

1111 Patent Number:
1451 Date of Patent:

[54] S5-METHANESULFONAMIDO-1-INDANONES
AS AN INHIBITOR OF
CYCLOOXYGENASE-2

[75] Inventors: Daniel Guay, Ile Perrot; Chun-Sing Li,
Dollard des Ormeaux, both of Canada

[73] Assignee: Merck Frosst Canada Inc., Kirland,
Canada

[21] Appl. No.: 147,804
[22] Filed: Nov. 4, 1993
Related U.S. Application Data

[63] Continuation-in-part of Ser. No. 989,286, Dec. 11, 1992,
abandoned, and a continuation-in-part of Ser. No. 33,397,
Mar. 19, 1993, abandoned.

[51] Int. CLS ..., AG61K 31/165; CO7C 311/12
[52] US. CL 514/605; 564/99
[58] Field of Search ..........coueeevrurieeneenn 514/605; 564/99
[56] References Cited
U.S. PATENT DOCUMENTS
2,646,385  7/1953 Lewenstein ......cccecvererererennns 167/55
3,010,873 11/1961 Cavallini et al. ..... ... 167/65
3,121,044 2/1964 Buckwalter et al. . ... 167/82
3,128,226  4/1964 Rubin et al. ...cccverrereereeceenrnnn. 167/55
3,439,094 4/1969 Emele 424/253
3,840,597 10/1974 Moore et al. ..everevcreeremenrecnenns 260/556
4,244960 1/1981 Schroder et al. . .. 4241263
4,375,479  3/1983 Schroeder et al. ......covuvineneee. 424/321
4,820,827 4/1989 Haber 549/78
4,866,091  9/1989 Matsuo et al. .oeveereeeerresrecenee. 514/471
4,885,367 12/1989 Yoshikawa et al. .. 5461216
5,409,944  4/1995 Black et al. ..oeeveeerrerrecrnnnnene 514/359

FOREIGN PATENT DOCUMENTS

130870/86  1/1986 Japan .
242997/90  4/1992 Japan .

OTHER PUBLICATIONS

Boyce, et al., “A Selective Inhibitor of Cyclooxygenase—2
Elicits Antinociception But Not Gastric Ulceration in Rats”,
Neuropharmacology, vol. 33, (12), pp. 1609-1611 (1994).
Wiesenberg-Bottcher, et al., “The Pharmacological Profile
of CGP 28238, a Highly Potent Anti-Inflammatory Com-
pound”, Agents and Actions, vol. 26, pp. 240-242 (1989).

Lombardino, et al.,, “Acidic Antiinflammatory Agents—
Correlations of Some Physical, Pharmacological and Clini-
cal Data”, Arzneim.—Forsch.(Drug Res.), vol. 25 Nr. 10, pp.
1629-1635 (1975).

Lombardino, “Laboratory Models for Testing Nonsteroidal
Antiinflammatory Drugs”, Nonsteroidal Antiinflammatory
Drugs, pp. 114-130, (1985).

National Meeting of the American Chemical Society, Wash-
ington, D.C., USA, Aug. 21-25, 1994. Abstracts of Papers
American Chemical Society 208 (1-2), 1994 MEDI 272
ISSN:0065-77217.

National Meeting of the American Chemical Society, Wash-
ington, D.C., USA, Aug. 21-25, 1994. Abstracts of Papers
American Chemical Society 208 (1-2), 1994 MEDI 116
ISSN: 0065-77217.

D. P. Carr, et al., Agents and Actions, vol. 19, 5/6 (1986) pp.
374-375, “Comparison of the systemic inhibition of throm-
boxane synthesis, anti-inflammatory activity and gas-
tro—intestinal toxicity . . . ”.

Chem Abstracts vol. 100, (1) AB. #6113u, (1983).

Chem Abstracts vol. 104, (1985) AB #107904r.

Chem Abstracts vol. 113 (1990) AB. #224303r.

Chem Abstracts vol. 106, (1987) AB. #60922u.

Chem Abstracts vol. 110, (1989) AB. #128249v.

Gans, et al, Journal of Pharm. and Expirim. Ther., vol. 254,
No. 1, pp. 180-187 (1990).

Hla, et al, Proc. Natl. Acad. Sci, vol. 89, pp. 7384-7388
Pharmacology Aug. (1992).

Rufer, et al, Bur. J. Med. Chem. Chim. Ther., vol. 17, pp.
173-180 (1982).

Primary Examiner—Raymond Henley, 11
Assistant Examiner—Phyllis G. Spivack
Attorney, Agent, or Firm—Curtis C. Panzer; David L. Rose

[571 ABSTRACT

The Compound of Formula I and pharmaceutically accept-
able salts thereof in the treatment of cyclooxygenase-2
mediated diseases are disclosed.

CH3S0;—NH F I
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